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ODETAILED ACTION 

Election/Restrictions 
Restriction to one of the following inventions is required under 35 U.S.C. 121: 

I. Claims 1-29, 59 and 60, drawn to an isolated nucleic acid compound targeted to 
EphB4, classifiable in class 536, subclass 24.5. 

II. Claims 30-58, 59 and 60, drawn to an isolated nucleic acid compound targeted to 
EphrinB2, classifiable in class 536, subclass 6 and 24.5. 

III. Claims 61-62, 65-71, 73-77 drawn to a method of inhibiting EphB4 expression 
and treating a tumor or patient suffering from cancer comprising contacting the 
cell with a nucleic acid, classifiable in class 514, subclass 44. 

IV. Claims 63-70, 72-77 drawn to a method of inhibiting EphrinB2 expression in a 
cell and treating a tumor or patient suffering from cancer comprising contacting 
the cell with a nucleic acid, classifiable in class 514, subclass 44. 

V. Claims 78-83, drawn to a method for treating a patient suffering from an 
angiogenesis-associated disease comprising administering a nucleic acid targeted 
to EphB4, classifiable in class 514, subclass 44. 

VI. Claims 78-83, drawn to a method for treating a patient suffering from an 
angiogenesis-associated disease comprising administering a nucleic acid targeted 
to EphrinB2, classifiable in class 514, subclass 44. 

VII. Claims 84-85, drawn to the manufacture of a medicament for the treatment of 
cancer classifiable in class 435, subclass 6. 
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VIII. Claims 86-87, drawn to the manufacture of a medicament for treatment of an 
angiogenesis-associated disease, classifiable in class 435, subclass 6. 

IX. Claims 88 and 89, drawn to a method of identifying in a patient a plurality of 
cancer cells that express EphB4 and treating a patient suffering from such cancer, 
classifiable in class 514, subclass 44. 

X. Claims 88 and 89, drawn to a method of identifying in a patient a plurality of 
cancer cells that express EphrinB2 and treating a patient suffering from such 
cancer, classifiable in class 514, subclass 44. 

XI. Claims 90 and 91, drawn to a method of identifying a tumor that is suitable for 
treatment with an inhibitor of EphB4 expression, classifiable in class 514, 
subclass 44. 

XII. Claims 90 and 91, drawn to a method of identifying a tumor that is suitable for 
treatment with an inhibitor of EphrinB2 expression, classifiable in class 514, 
subclass 44. 

The inventions are distinct, each from the other because of the following reasons: 

Inventions of group I and group II are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have different modes of 
operation, different functions, or different effects (MPEP § 806.04, MPEP § 808.01). In the 
instant case the different inventions are not disclosed as useful together because they have 
materially different modes of operation with different effects. For example, group I is drawn to a 
nucleic acid inhibitor of Eph4 and group II is drawn to a nucleic acid inhibitor of EphrinB2, 
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which are not disclosed as useful together and further are different molecules that target different 
genes. Furthermore restriction is proper because the subject matter is divergent and non- 
coextensive and a search for one would not necessarily reveal art against the other. It is therefore 
a burden to search these inventions in a single application. 

Inventions of group I and group III are related as product and process of use. The 
inventions can be shown to be distinct if either or both of the following can be shown: (1) the 
process for using the product as claimed can be practiced with another materially different 
product or (2) the product as claimed can be used in a materially different process of using that 
product (MPEP § 806.05(h)). In the instant case the product nucleic acid compound of group I 
can be used as a probe in in situ hybridization, which is materially different than the methods of 
inhibiting expression of a gene encoding EphB4 of group III. Furthermore restriction is proper 
because the subject matter is divergent and non-coextensive and a search for one would not 
necessarily reveal art against the other. It is therefore a burden to search these inventions in a 
single application. 

Inventions of group I and group IV are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have different modes of 
operation, different functions, or different effects (MPEP § 806.04, MPEP § 808.01). In the 
instant case the different inventions are not disclosed as useful together because they have 
materially different modes of operation with different effects. For example, group I is drawn to a 
nucleic acid inhibitor of Eph4, which is not disclosed as capable of use in the invention of group 
IV, which is drawn to a method of inhibiting expression of a gene encoding EphrinB2. 
Furthermore restriction is proper because the subject matter is divergent and non-coextensive and 
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a search for one would not necessarily reveal art against the other. It is therefore a burden to 
search these inventions in a single application. 

Inventions of group I and group V are related as product and process of use. The 
inventions can be shown to be distinct if either or both of the following can be shown: (1) the 
process for using the product as claimed can be practiced with another materially different 
product or (2) the product as claimed can be used in a materially different process of using that 
product (MPEP § 806.05(h)). In the instant case the product nucleic acid compound of group I 
can be used as a probe in in situ hybridization, which is materially different than the methods of 
treating a patient suffering from an angiogenesis-associated disease comprising administering a 
nucleic acid targeted to EphB4, as present in group V. Furthermore restriction is proper because 
the subject matter is divergent and non-coextensive and a search for one would not necessarily 
reveal art against the other. It is therefore a burden to search these inventions in a single 
application. 

Inventions of group I and group VI are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have different modes of 
operation, different functions, or different effects (MPEP § 806.04, MPEP § 808.01). In the 
instant case the different inventions are not disclosed as useful together because they have 
materially different modes of operation with different effects. For example, group I is drawn to a 
nucleic acid inhibitor of Eph4, which is not disclosed as capable of use in the invention of group 
VI, which is drawn to a method of treating a patient suffering from an angiogenesis-associated 
disease comprising administering a nucleic acid targeted to EphrinB2. Furthermore restriction is 
proper because the subject matter is divergent and non-coextensive and a search for one would 
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not necessarily reveal art against the other. It is therefore a burden to search these inventions in a 
single application. 

Inventions of group I and group VII are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have different modes of 
operation, different functions, or different effects (MPEP § 806.04, MPEP § 808.01). In the 
instant case the different inventions are not disclosed as useful together because they have 
materially different modes of operation with different effects. For example, group I is drawn to a 
nucleic acid inhibitor of Eph4, which is not disclosed as capable of use in the invention of group 

VII, which is drawn to the manufacture of a medicament for the treatment of cancer. 
Furthermore restriction is proper because the subject matter is divergent and non-coextensive and 
a search for one would not necessarily reveal art against the other. It is therefore a burden to 
search these inventions in a single application. 

Inventions of group I and group VIII are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have different modes of 
operation, different functions, or different effects (MPEP § 806.04, MPEP § 808.01). In the 
instant case the different inventions are not disclosed as useful together because they have 
materially different modes of operation with different effects. For example, group I is drawn to a 
nucleic acid inhibitor of Eph4, which is not disclosed as capable of use in the invention of group 

VIII, which is drawn to the manufacture of a medicament for the treatment of an angiogenesis- 
associated disease. Furthermore restriction is proper because the subject matter is divergent and 
non-coextensive and a search for one would not necessarily reveal art against the other. It is 
therefore a burden to search these inventions in a single application. 
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Inventions of group I and group IX are related as product and process of use. The 
inventions can be shown to be distinct if either or both of the following can be shown: (1) the 
process for using the product as claimed can be practiced with another materially different 
product or (2) the product as claimed can be used in a materially different process of using that 
product (MPEP § 806.05(h)). In the instant case the product nucleic acid compound of group I 
can be used as a probe in in situ hybridization, which is materially different than the methods of 
identifying a patient with a plurality of cancer cells that express EphB4 and treating a patient 
suffering from cancer comprising administering a nucleic acid targeted to EphB4, as present in 
group IX. Furthermore restriction is proper because the subject matter is divergent and non- 
coextensive and a search for one would not necessarily reveal art against the other. It is therefore 
a burden to search these inventions in a single application. 

Inventions of group I and group X are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have different modes of 
operation, different functions, or different effects (MPEP § 806.04, MPEP § 808.01). In the 
instant case the different inventions are not disclosed as useful together because they have 
materially different modes of operation with different effects. For example, group I is drawn to a 
nucleic acid inhibitor of Eph4, which is not disclosed as capable of use in the invention of group 
X, which is drawn to a method of identifying a patient with a plurality of cancer cells that 
express EphrinB2 and treating a patient suffering from cancer comprising administering a 
nucleic acid targeted to EphrinB2. Furthermore restriction is proper because the subject matter is 
divergent and non-coextensive and a search for one would not necessarily reveal art against the 
other. It is therefore a burden to search these inventions in a single application. 
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Inventions of group I and group XI are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have different modes of 
operation, different functions, or different effects (MPEP § 806.04, MPEP § 808.01). In the 
instant case the different inventions are not disclosed as useful together because they have 
materially different modes of operation with different effects. For example, group I is drawn to a 
nucleic acid inhibitor of Eph4, which is not disclosed as capable of use in the invention of group 

XI, which is drawn to a method of identifying a tumor that is suitable for treatment with an 
inhibitor of EphB4, as present in group XI. Furthermore restriction is proper because the subject 
matter is divergent and non-coextensive and a search for one would not necessarily reveal art 
against the other. It is therefore a burden to search these inventions in a single application. 

Inventions of group I and group XII are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have different modes of 
operation, different functions, or different effects (MPEP § 806.04, MPEP § 808.01). In the 
instant case the different inventions are not disclosed as useful together because they have 
materially different modes of operation with different effects. For example, group I is drawn to a 
nucleic acid inhibitor of Eph4, which is not disclosed as capable of use in the invention of group 

XII, which is drawn to a method of identifying a tumor that is suitable for treatment with an 
inhibitor of EphrinB2, as present in group XII. Furthermore restriction is proper because the 
subject matter is divergent and non-coextensive and a search for one would not necessarily 
reveal art against the other. It is therefore a burden to search these inventions in a single 
application. 
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Inventions of group II and group in are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have different modes of 
operation, different functions, or different effects (MPEP § 806.04, MPEP § 808.01). In the 
instant case the different inventions are not disclosed as useful together because they have 
materially different modes of operation with different effects. For example, group II is drawn to 
a nucleic acid inhibitor of EphrinB2, which is not disclosed as capable of use in the invention of 
group HI, which is drawn to a method of inhibiting expression of a gene encoding EphB4. 
Furthermore restriction is proper because the subject matter is divergent and non-coextensive and 
a search for one would not necessarily reveal art against the other. It is therefore a burden to 
search these inventions in a single application. 

Inventions of group II and group IV are related as product and process of use. The 
inventions can be shown to be distinct if either or both of the following can be shown: (1) the 
process for using the product as claimed can be practiced with another materially different 
product or (2) the product as claimed can be used in a materially different process of using that 
product (MPEP § 806.05(h)). In the instant case the product nucleic acid compound of group II 
can be used as a probe in in situ hybridization, which is materially different than the method of 
inhibiting expression of a gene encoding EphrinB2, as present in group IV. Furthermore 
restriction is proper because the subject matter is divergent and non-coextensive and a search for 
one would not necessarily reveal art against the other. It is therefore a burden to search these 
inventions in a single application. 

Inventions of group II and group V are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have different modes of . 
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operation, different functions, or different effects (MPEP § 806.04, MPEP § 808.01). In the 
instant case the different inventions are not disclosed as useful together because they have 
materially different modes of operation with different effects. For example, group II is drawn to 
a nucleic acid inhibitor of EphrinB2, which is not disclosed as capable of use in the invention of 
group V, which is drawn to a method of treating a patient suffering from an angiogenesis- 
associated disease comprising administering a nucleic acid targeted to EphB4. Furthermore 
restriction is proper because the subject matter is divergent and non-coextensive and a search for 
one would not necessarily reveal art against the other. It is therefore a burden to search these 
inventions in a single application. 

Inventions of group II and group VI are related as product and process of use. The 
inventions can be shown to be distinct if either or both of the following can be shown: (1) the 
process for using the product as claimed can be practiced with another materially different 
product or (2) the product as claimed can be used in a materially different process of using that 
product (MPEP § 806.05(h)). In the instant case the product nucleic acid compound of group II 
can be used as a probe in in situ hybridization, which is materially different than the method of 
treating a patient suffering from an angiogenesis-associated disease comprising administering a 
nucleic acid targeted to EphrinB2, as present in group VI. Furthermore restriction is proper 
because the subject matter is divergent and non-coextensive and a search for one would not 
necessarily reveal art against the other. It is therefore a burden to search these inventions in a 
single application. 

Inventions of group II and group VII are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have different modes of 
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operation, different functions, or different effects (MPEP § 806.04, MPEP § 808.01). In the 
instant case the different inventions are not disclosed as useful together because they have 
materially different modes of operation with different effects. For example, group II is drawn to 
a nucleic acid inhibitor of EphrinB2, which is not disclosed as capable of use in the invention of 
group VII, which is drawn to the manufacture of a medicament for the treatment of cancer. 
Furthermore restriction is proper because the subject matter is divergent and non-coextensive and 
a search for one would not necessarily reveal art against the other. It is therefore a burden to 
search these inventions in a single application. 

Inventions of group II and group VIII are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have different modes of 
operation, different functions, or different effects (MPEP § 806.04, MPEP § 808.01). In the 
instant case the different inventions are not disclosed as useful together because they have 
materially different modes of operation with different effects. For example, group II is drawn to 
a nucleic acid inhibitor of EphrinB2, which is not disclosed as capable of use in the invention of 
group VIE, which is drawn to the manufacture of a medicament for the treatment of an 
angiogenesis-associated disease. Furthermore restriction is proper because the subject matter is 
divergent and non-coextensive and a search for one would not necessarily reveal art against the 
other. It is therefore a burden to search these inventions in a single application. 

Inventions of group II and group IX are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have different modes of 
operation, different functions, or different effects (MPEP § 806.04, MPEP § 808.01). In the 
instant case the different inventions are not disclosed as useful together because they have 
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materially different modes of operation with different effects. For example, group II is drawn to 
a nucleic acid inhibitor of EphrinB2, which is not disclosed as capable of use in the invention of 
group IX, which is drawn to a method of identifying a patient with a plurality of cancer cells that 
express EphB4 and treating a patient suffering from cancer comprising administering a nucleic 
acid targeted to EphB4. Furthermore restriction is proper because the subject matter is divergent 
and non-coextensive and a search for one would not necessarily reveal art against the other. It is 
therefore a burden to search these inventions in a single application. 

Inventions of group II and group X are related as product and process of use. The 
inventions can be shown to be distinct if either or both of the following can be shown: (1) the 
process for using the product as claimed can be practiced with another materially different 
product or (2) the product as claimed can be used in a materially different process of using that 
product (MPEP § 806.05(h)). In the instant case the product nucleic acid compound of group II 
can be used as a probe in in situ hybridization, which is materially different than the methods of 
identifying a patient with a plurality of cancer cells that express EphrinB2 and treating a patient 
suffering from cancer comprising administering a nucleic acid targeted to EphrinB2, as present 
in group X. Furthermore restriction is proper because the subject matter is divergent and non- 
coextensive and a search for one would not necessarily reveal art against the other. It is therefore 
a burden to search these inventions in a single application. 

Inventions of group II and group XI are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have different modes of 
operation, different functions, or different effects (MPEP § 806.04, MPEP § 808.01). In the 
instant case the different inventions are not disclosed as useful together because they have 
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materially different modes of operation with different effects. For example, group II is drawn to 
a nucleic acid inhibitor of EphrinB2, which is not disclosed as capable of use in the invention of 
group XI, which is drawn to a method of identifying a tumor that is suitable for treatment with an 
inhibitor of EphB4, as present in group XI. Furthermore restriction is proper because the subject 
matter is divergent and non-coextensive and a search for one would not necessarily reveal art 
against the other. It is therefore a burden to search these inventions in a single application. 

Inventions of group II and group XII are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have different modes of 
operation, different functions, or different effects (MPEP § 806.04, MPEP § 808.01). In the 
instant case the different inventions are not disclosed as useful together because they have 
materially different modes of operation with different effects. For example, group II is drawn to 
a nucleic acid inhibitor of EphrinB2, which is not disclosed as capable of use in the invention of 
group XII, which is drawn to a method of identifying a tumor that is suitable for treatment with 
an inhibitor of EphrinB2, as present in group XII. Furthermore restriction is proper because the 
subject matter is divergent and non-coextensive and a search for one would not necessarily 
reveal art against the other. It is therefore a burden to search these inventions in a single 
application. 

Inventions of group III-VT are all unrelated. Inventions are unrelated if it can be shown 
that they are not disclosed as capable of use together and they have different modes of operation, 
different functions, or different effects (MPEP § 806.04, MPEP § 808.01). In the instant case the 
different methods are not disclosed as useful together because they have materially different 
modes of operation with different effects. For example, group HI drawn to a method of 
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inhibiting EphB4 in a patient suffering from cancer, group IV drawn to a method of inhibiting 
EphrinB2 in a patient suffering from cancer, group V drawn to a method of inhibiting Eph4 in a 
patient suffering from an angiogenesis-associated disease and group VI drawn to method of 
inhibiting EphrinB2 in a patient suffering from an angiogenesis-associated disease, are not 
disclosed as capable together and have different functions and effects. Furthermore restriction is 
proper because the subject matter is divergent and non-coextensive and a search for one would 
not necessarily reveal art against the other. It is therefore a burden to search these inventions in a 
single application. 

Inventions of group III and group VII are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have different modes of 
operation, different functions, or different effects (MPEP § 806.04, MPEP § 808.01). In the 
instant case the different inventions are not disclosed as useful together because they have 
materially different modes of operation with different effects. For example, group III is drawn to 
a method of inhibiting EphB4, which is not disclosed as capable of use in the invention of group 
VII, which is drawn to the manufacture of a medicament for the treatment of cancer. 
Furthermore restriction is proper because the subject matter is divergent and non-coextensive and 
a search for one would not necessarily reveal art against the other. It is therefore a burden to 
search these inventions in a single application. 

Inventions of group III and group VQI are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have different modes of 
operation, different functions, or different effects (MPEP § 806.04, MPEP § 808.01). In the 
instant case the different inventions are not disclosed as useful together because they have 
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materially different modes of operation with different effects. For example, group III is drawn to 
a method of inhibiting EphB4, which is not disclosed as capable of use in the invention of group 
VIII, which is drawn to the manufacture of a medicament for the treatment of an angiogenesis- 
associated disease. Furthermore restriction is proper because the subject matter is divergent and 
non-coextensive and a search for one would not necessarily reveal art against the other. It is 
therefore a burden to search these inventions in a single application. 

Inventions of groups IE and IX-XII are all unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have different modes of 
operation, different functions, or different effects (MPEP § 806.04, MPEP § 808.01). In the 
instant case the different methods are not disclosed as useful together because they have 
materially different modes of operation with different effects. For example, group III is drawn to 
a method of inhibiting expression of EphB4, group IX is drawn to a method of identifying a 
patient and treating a patient that expresses EphB4, group X is drawn to a method of identifying 
a patient and treating a patient that expresses EphrinB2, group XI is drawn to a method of 
identifying a tumor that is suitable for treatment with an inhibitor of EphB4 and group XII is 
drawn to identifying a tumor that is suitable for treatment with an inhibitor of EphB4, which are 
not disclosed as capable of use together and additionally, the methods have different functions 
and different effects. Furthermore restriction is proper because the subject matter is divergent 
and non-coextensive and a search for one would not necessarily reveal art against the other. It is 
therefore a burden to search these inventions in a single application. 
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Inventions of group IV- VI are all unrelated. Inventions are unrelated if it can be shown 
that they are not disclosed as capable of use together and they have different modes of operation, 
different functions, or different effects (MPEP § 806.04, MPEP § 808.01). In the instant case the 
different methods are not disclosed as useful together because they have materially different 
modes of operation with different effects. For example, group IV drawn to a method of 
inhibiting EphrinB2 in a patient suffering from cancer, group V drawn to a method of inhibiting 
Eph4 in a patient suffering from an angiogenesis-associated disease and group VI drawn to 
method of inhibiting EphrinB2 in a patient suffering from an angiogenesis-associated disease, 
are not disclosed as capable together and have different functions and effects. Furthermore 
restriction is proper because the subject matter is divergent and non-coextensive and a search for 
one would not necessarily reveal art against the other. It is therefore a burden to search these 
inventions in a single application. 

Inventions of group IV and group VQ are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have different modes of 
operation, different functions, or different effects (MPEP § 806.04, MPEP § 808.01). In the 
instant case the different inventions are not disclosed as useful together because they have 
materially different modes of operation with different effects. For example, group IV is drawn to 
inhibiting EphrinB2 in a patient suffering from cancer, which is not disclosed as capable of use 
in the invention of group VII, which is drawn to the manufacture of a medicament for the 
treatment of cancer. Furthermore restriction is proper because the subject matter is divergent and 
non-coextensive and a search for one would not necessarily reveal art against the other. It is 
therefore a burden to search these inventions in a single application. 
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Inventions of group IV and group VIII are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have different modes of 
operation, different functions, or different effects (MPEP § 806.04, MPEP § 808.01). In the 
instant case the different inventions are not disclosed as useful together because they have 
materially different modes of operation with different effects. For example, group IV is drawn to 
inhibiting EphrinB2 in a patient suffering from cancer, which is not disclosed as capable of use 
in the invention of group VIII, which is drawn to the manufacture of a medicament for the 
treatment of an angiogenesis-associated disease. Furthermore restriction is proper because the 
subject matter is divergent and non-coextensive and a search for one would not necessarily 
reveal art against the other. It is therefore a burden to search these inventions in a single 
application. 

Inventions of groups IV and IX-XII are all unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have different modes of 
operation, different functions, or different effects (MPEP § 806.04, MPEP § 808.01). In the 
instant case the different methods are not disclosed as useful together because they have 
materially different modes of operation with different effects. For example, g group IV is drawn 
to inhibiting EphrinB2 in a patient suffering from cancer, group IX is drawn to a method of 
identifying a patient and treating a patient that expresses EphB4, group X is drawn to a method 
of identifying a patient and treating a patient that expresses EphrinB2, group XI is drawn to a 
method of identifying a tumor that is suitable for treatment with an inhibitor of EphB4 and group 
XII is drawn to identifying a tumor that is suitable for treatment with an inhibitor of EphB4, 
which are not disclosed as capable of use together and additionally, the methods have different 



Application/Control Number: 10/800,077 Page 18 

Art Unit: 1635. 

functions and different effects. Furthermore restriction is proper because the subject matter is 
divergent and non-coextensive and a search for one would not necessarily reveal art against the 
other. It is therefore a burden to search these inventions in a single application. 

Inventions of group V and VI are unrelated. Inventions are unrelated if it can be shown 
that they are not disclosed as capable of use together and they have different modes of operation, 
different functions, or different effects (MPEP § 806.04, MPEP § 808.01). In the instant case the 
different methods are not disclosed as useful together because they have materially different 
modes of operation with different effects. For example, group V drawn to a method of inhibiting 
Eph4 in a patient suffering from an angiogenesis-associated disease and group VI is drawn to 
method of inhibiting EphrinB2 in a patient suffering from an angiogenesis-associated disease, 
which are not disclosed as capable together and have different functions and effects. 
Furthermore restriction is proper because the subject matter is divergent and non-coextensive and 
a search for one would not necessarily reveal art against the other. It is therefore a burden to 
search these inventions in a single application. 

Inventions of group V and group VII are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have different modes of 
operation, different functions, or different effects (MPEP § 806.04, MPEP § 808.01). In the 
instant case the different inventions are not disclosed as useful together because they have 
materially different modes of operation with different effects. For example, group V is drawn to 
inhibiting EphB4 in a patient suffering from cancer, which is not disclosed as capable of use in 
the invention of group VII, which is drawn to the manufacture of a medicament for the treatment 
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of cancer. Furthermore restriction is proper because the subject matter is divergent and non- 
coextensive and a search for one would not necessarily reveal art against the other. It is therefore 
a burden to search these inventions in a single application. 

Inventions of group V and group VIII are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have different modes of 
operation, different functions, or different effects (MPEP § 806.04, MPEP § 808.01). In the 
instant case the different inventions are not disclosed as useful together because they have 
materially different modes of operation with different effects. For example, group V is drawn to 
inhibiting EphB4 in a patient suffering from cancer, which is not disclosed as capable of use in 
the invention of group VIE, which is drawn to the manufacture of a medicament for the 
treatment of an angiogenesis-associated disease. Furthermore restriction is proper because the 
subject matter is divergent and non-coextensive and a search for one would not necessarily 
reveal art against the other. It is therefore a burden to search these inventions in a single 
application. 

Inventions of groups V and IX-XII are all unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have different modes of 
operation, different functions, or different effects (MPEP § 806.04, MPEP § 808.01). In the 
instant case the different methods are not disclosed as useful together because they have 
materially different modes of operation with different effects. For example, group V is drawn to 
inhibiting EphB4 in a patient suffering from cancer, group IX is drawn to a method of 
identifying a patient and treating a patient that expresses EphB4, group X is drawn to a method 
of identifying a patient and treating a patient that expresses EphrinB2, group XI is drawn to a 
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method of identifying a tumor that is suitable for treatment with an inhibitor of EphB4 and group 
XII is drawn to identifying a tumor that is suitable for treatment with an inhibitor of EphB4, 
which are not disclosed as capable of use together and additionally, the methods have different 
functions and different effects. Furthermore restriction is proper because the subject matter is 
divergent and non-coextensive and a search for one would not necessarily reveal art against the 
other. It is therefore a burden to search these inventions in a single application. 

Inventions of group VI and group VII are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have different modes of 
operation, different functions, or different effects (MPEP § 806.04, MPEP § 808.01). In the 
instant case the different inventions are not disclosed as useful together because they have 
materially different modes of operation with different effects. For example, group VI is drawn to 
method of inhibiting EphrinB2 in a patient suffering from an angiogenesis-associated disease, 
which is not disclosed as capable of use in the invention of group VII, which is drawn to the 
manufacture of a medicament for the treatment of cancer. Furthermore restriction is proper 
because the subject matter is divergent and non-coextensive and a search for one would not 
necessarily reveal art against the other. It is therefore a burden to search these inventions in a 
single application. 

Inventions of group VI and group VQI are unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have different modes of 
operation, different functions, or different effects (MPEP § 806.04, MPEP § 808.01). In the 
instant case the different inventions are not disclosed as useful together because they have 
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materially different modes of operation with different effects. For example, group VI is drawn to 
method of inhibiting EphrinB2 in a patient suffering from an angiogenesis-associated disease, 
which is not disclosed as capable of use in the invention of group VIII, which is drawn to the 
manufacture of a medicament for the treatment of an angiogenesis-associated disease. 
Furthermore restriction is proper because the subject matter is divergent and non-coextensive and 
a search for one would not necessarily reveal art against the other. It is therefore a burden to 
search these inventions in a single application. 

Inventions of groups VI and IX-XII are all unrelated. Inventions are unrelated if it can be 
shown that they are not disclosed as capable of use together and they have different modes of 
operation, different functions, or different effects (MPEP § 806.04, MPEP § 808.01). In the 
instant case the different methods are not disclosed as useful together because they have 
materially different modes of operation with different effects. For example, group VI is drawn to 
method of inhibiting EphrinB2 in a patient suffering from an angiogenesis-associated disease, 
group IX is drawn to a method of identifying a patient and treating a patient that expresses 
EphB4, group X is drawn to a method of identifying a patient and treating a patient that 
expresses EphrinB2, group XI is drawn to a method of identifying a tumor that is suitable for 
treatment with an inhibitor of EphB4 and group XQ is drawn to identifying a tumor that is 
suitable for treatment with an inhibitor of EphB4, which are not disclosed as capable of use 
together and additionally, the methods have different functions and different effects. 
Furthermore restriction is proper because the subject matter is divergent and non-coextensive and 
a search for one would not necessarily reveal art against the other. It is therefore a burden to 
search these inventions in a single application. 
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Inventions of group VII and group VIII are unrelated. Inventions are unrelated if it can 
be shown that they are not disclosed as capable of use together and they have different modes of 
operation, different functions, or different effects (MPEP § 806.04, MPEP § 808.01). In the 
instant case the different inventions are not disclosed as useful together because they have 
materially different modes of operation with different effects. For example, group VII is drawn 
to the manufacture of a medicament for the treatment of cancer, which is not disclosed as 
capable of use in the invention of group VQI, which is drawn to the manufacture of a 
medicament for the treatment of an angiogenesis-associated disease and additionally the methods 
have different functions and different effects. Furthermore restriction is proper because the 
subject matter is divergent and non-coextensive and a search for one would not necessarily 
reveal art against the other. It is therefore a burden to search these inventions in a single 
application. 

Inventions of groups VIE and IX-XII are all unrelated. Inventions are unrelated if it can 
be shown that they are not disclosed as capable of use together and they have different modes of 
operation, different functions, or different effects (MPEP § 806.04, MPEP § 808.01). In the 
instant case the different methods are not disclosed as useful together because they have 
materially different modes of operation with different effects. For example, group VIII is drawn 
to the manufacture of a medicament for the treatment of an angiogenesis-associated disease, 
group IX is drawn to a method of identifying a patient and treating a patient that expresses 
EphB4, group X is drawn to a method of identifying a patient and treating a patient that 
expresses EphrinB2, group XI is drawn to a method of identifying a tumor that is suitable for 
treatment with an inhibitor of EphB4 and group XII is drawn to identifying a tumor that is 
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suitable for treatment with an inhibitor of EphB4, which are not disclosed as capable of use 
together and additionally, the methods have different functions and different effects. 
Furthermore restriction is proper because the subject matter is divergent and non-coextensive and 
a search for one would not necessarily reveal art against the other. It is therefore a burden to 
search these inventions in a single application. 

Inventions of groups VIII and IX-XII are all unrelated. Inventions are unrelated if it can 
be shown that they are not disclosed as capable of use together and they have different modes of 
operation, different functions, or different effects (MPEP § 806.04, MPEP § 808.01). In the 
instant case the different methods are not disclosed as useful together because they have 
materially different modes of operation with different effects. For example, group VIII is drawn 
to the manufacture of a medicament for the treatment of an angiogenesis associated disease, 
group IX is drawn to a method of identifying a patient and treating a patient that expresses 
EphB4, group X is drawn to a method of identifying a patient and treating a patient that 
expresses EphrinB2, group XI is drawn to a method of identifying a tumor that is suitable for 
treatment with an inhibitor of EphB4 and group XH is drawn to identifying a tumor that is 
suitable for treatment with an inhibitor of EphB4, which are not disclosed as capable of use 
together and additionally, the methods have different functions and different effects. 
Furthermore restriction is proper because the subject matter is divergent and non-coextensive and 
a search for one would not necessarily reveal art against the other. It is therefore a burden to 
search these inventions in a single application. 
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Inventions of groups IX-XII are all unrelated. Inventions are unrelated if it can be shown 
that they are not disclosed as capable of use together and they have different modes of operation, 
different functions, or different effects (MPEP § 806.04, MPEP § 808.01). In the instant case the 
different methods are not disclosed as useful together because they have materially different 
modes of operation with different effects. For example, group IX is drawn to a method of 
identifying a patient and treating a patient that expresses EphB4, group X is drawn to a method 
of identifying a patient and treating a patient that expresses EphrinB2, group XI is drawn to a 
method of identifying a tumor that is suitable for treatment with an inhibitor of EphB4 and group 
XII is drawn to identifying a tumor that is suitable for treatment with an inhibitor of EphB4, 
which are not disclosed as capable of use together and additionally, the methods have different 
functions and different effects. Furthermore restriction is proper because the subject matter is 
divergent and non-coextensive and a search for one would not necessarily reveal art against the 
other. It is therefore a burden to search these inventions in a single application. 

Because these inventions are distinct for the reasons given above and have acquired a 
separate status in the art because of their recognized divergent subject matter, restriction for 
examination purposes as indicated is proper. 

Applicant is advised that the reply to this requirement to be complete must include an 
election of the invention to be examined even though the requirement be traversed (37 CFR 
1.143). 
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Applicant is reminded that upon the cancellation of claims to a non-elected invention, the 
inventorship must be amended in compliance with 37 CFR 1.48(b) if one or more of the 
currently named inventors is no longer an inventor of at least one claim remaining in the 
application. Any amendment of inventorship must be accompanied by a request under 37 CFR 
1 .48(b) and by the fee required under 37 CFR 1 . 1 7(i). 

Conclusion 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Kimberly Chong whose telephone number is 571-272-3 111. The 
examiner can normally be reached Monday thru Friday between 7-4 pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Andrew Wang can be reached at 571-272-081 1. The fax phone number for the 
organization where this application or proceeding is assigned is 703-872-9306. 

Patent applicants with problems or questions regarding electronic images that can be 
viewed in the Patent Application Information Retrieval system (PAIR) can now contact the 
USPTO's Patent Electronic Business Center (Patent EBC) for assistance. Representatives are 
available to answer your questions daily from 6 am to midnight (EST). The toll free number is 
(866) 217-9197. When calling please have your application serial or patent number, the type of 
document you are having an image problem with, the number of pages and the specific nature of 
the problem. The Patent Electronic Business Center will notify applicants of the resolution of 
the problem within 5-7 business days. Applicants can also check PAIR to confirm that the 
problem has been corrected. The USPTO's Patent Electronic Business Center is a complete 
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service center supporting all patent business on the Internet. The USPTO's PAIR system 
provides Internet-based access to patent application status and history information. It also 
enables applicants to view the scanned images of their own application file folder(s) as well as 
general patent information available to the public. For more information about the PAIR system, 
see http://pair-direct.uspto.gov. 

For all other customer support, please call the USPTO Call Center (UCC) at 800-786- 

9199. 



Kimberly Chong 
Examiner 
Art Unit 1635 




